wo 03/101961 



49 



PCT/SE03/00856 



CLAIMS 

1 . A compound of fonnula (I) or a phannaceutically acceptable salt thereof: 




00 

in which 



is hydrogen, halogen, CN, nitro, SOzR^ OH, OR^ S(0)xR^, SOzNR^R^ CONR^R^ 
NR^R^ aryl (optionally substituted by chlorine or fhiorine), C2-C6 alkenyl, C2-C6 alkynyl 
or Ci-6 alkyl, the latter three groups being optionally substituted by one or more 
substitaents independently selected j&om halogm, OR* and NR^R^ S(0)xR^ where x is 0,1 
or 2; 



r2 is hydrogen, halogen, CN, SOzR^^ or CONRV, CH2OH, CHzOR^^ or Ci.yalkyl, the latter 
group being optionally substituted by one or more substituents independently selected from 
halogen atoms, OR* and NR^R^ S(0)xR^ where x is 0, 1 or 2; 

R^ is aryl or het^roaryl each of which is optionally substituted by one or more substituents 
independently selected from hydrogen, halogen, CN, nitro, OH, S02R^ OR^ SR^ SOR^ 
SOzNR^R^ CONR^R^ NR^R^ NHCOR^ NHSOjR^ ^IHC02R^ NR^S02R^ NR^COsR^ 
C2-C6 alkenyl, C2-C6 alkynyl, Ci^ alkyl, the latter three groups being optionally substituted 
by one or more substituents iadependently selected from halogen atoms, OR* and NR^R^, 
S(0)xR"' where x = 0,1 or 2; 

represents aryl, heteroaryl, or Ci^alkyi all of which may be optionally substituted by 
one or more substituents independently selected from halogen atoms, aryl, hetaroaryl, 
0R'°, oh, NR^^R^^ S(0)xR^^ (where x = 0,1 or 2), CONR^ V^ NR^^C0R^^S02NR*^R^^ 
NR^'^S02R^^CN, nitro; 

R^ and R^ indq)endently represent a hydrogen atom, a Ci-6alkyi group, or an aryl,or a 
heteroaryl, tiie latter three of which may be optionally substituted by one or more 
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substituents independently selected fiom halogen atoms, aryl, OR* and NR^^^^ 

CONR^^^^ ^IR"COR^^ S02NR^'*R'^ NR^'^SOiR*^ CN, nitro 

or 

and R^ together with the nitrogen atom to which they are attached can form a 3-8 
membered saturated heterocylic ring optionally containing one or more atoms selected 
from O, S(0)x where x = 0,1 or 2, NR^^, and itself optionally substituted by C1-3 alkyl; 

R^ and R" independently represent a Ci-Ce, alkyl, an aryl or a heteroaryl group, all of 
which may be optionally substituted by halogen atoms; 

R* represents a hydrogen atom, C(0)R^, Ci-Cs all^yl (optionally substituted by halogen 
atoms or aryl) an aryl or a heteroaryl group (optionally substituted by halogen); 

each of R^ R^^ R", R^^ R^^ R'^ independently represents a hydrogen atom, C1-C6 alkyl, 
an axyl or a heteroaryl group; and 

R^^ is hydrogen, C1-4 alkyl, -COC1-C4 alkyl, COYCi-C4a]kyi where Y is O or NRI 

each of R^ R^^ R^^ independently represents a hydrogen atom, Ci-Q alkyl, 

an aryl or a heteroaryl group (all of which may be optionally substituted by halogen 
atoms); and 

R*^ is hydrogen, C1-4 alkyl, -COCrC4 alkyl, COYCi-C4aIkyl where Y is O or NR^ 

• provided that when R^ is hydrogen and R^ is methyl, then R^ is not 2-nitrophenyl. 

2. A confound according to claim 1 in which R^ is aryl, hydrogen, mefliyl, chloro, 
fluoro, nitrile, nitro, bromo, iodo, S02Me, SOzEt, NR'fe^, S02N-alkyl2. 

3. A compound according to claim 1 or 2 in which R^ is Ci^alkyl. 

4. A compoimd according to claim 3 in which R^ is quinolyl, phenyl or thiazole. 
substituted by one or more fluorine, chlorine, methyl, ethyl, isopropyl, methoxy, S02Me, 
trifluoromethyl or aryLgroups. . 

5. A compound according to claim I selected from: 
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3-[(4-cUorophenyl)l3aio]-2,5KKmethyl-lif-indol-l-aceticaci^^ 
3-[(2-cUoro-4-fluorophenyl)tMo]-2,5-dimeth3d-lJy-md^ acid; 
3-[(3-chlorO'4-fluorophenyl)lido]-2,5-dimetliyl-li/-mdol^ acid; 
3-[(2-metlioxypheiiyl)thio]-2,5-dimethyl-lJ?-iadol- 1-acetic acid; 
3-[(3-fluorophenyl)thio]-2,5-diinethyl- IH-indoh 1 -acetic acid; 
3-[(4-ethylphenyl)thio]-2,5-dimet]iyl- 1/f-indoI- 1 -acetic acid; 
3-[(2-cUorophenyl)thio]-2,5-diinethyl-lJ3"-^indol-l-acetic acid; 
3-[(2,5-dichlorophenyl)thio]-2,5-dimetijd-l/f-indol-l-ac^ 
3-[(4-fhiorophenyl)fhio]-2,5-dimetiiyl-lZf-indoI-l-acetic acid; 
3-[(4-<:Uoro-2-methylphenyl)tMo]-2,5-dimethyl-li/-indol-l-acet^ acid; 
3-[(4-cUorophenyl)thio]-4-cyano-2,5-dimethyl-l^-indole-l -acetic acid; 
5-chloro-3-[(4-chlorophenyl)thio]-6-cyano-2-methyl- liZ-iadole- 1 -acetic acid; 
3-[(4-chlorophenyl)thio]-4-(ethylsidfonyl)-7-methoxy-2-inethyl- l/f-indole- 1 -acetic acid; 

3- [(4-clilorophen)d)tiiio]-4-[(die11iylamino)sulfonyy 
acetic acid; 

4- cUoro-3-[(4-cUorophenyl)thio]-2-methyl-lir-indole-l-acetic acid; 

5- chloro-3-[(4-chIorophenyI)thio]-2-methyl-l^r-indole- 1 -acetic acid; 

6- chloro-3-[(4-chloroplienyl)thio]-2-methyl- l/f-indole- 1 -acetic acid; 

7- chloro-3-[(4-chlorophenyl)thio] -2-iiiethyl- li^-indole- 1 -acetic acid; 

3- [(4-chlorophenyl)thio]-2-inethyl-5-(metliylsiilfonyl)- li^-indole-l -acetic acid; 

2- mediyl-3-[(4-metfaylphenyl)tMo]-6-<methylsulfonjd acid; 

4- bromo-3-[(4H:U6rophenyl)fliio]-2-metiiyi-lff-indole-l-acetic acid; 

3- [(4-chlorophenyl)tMo]-4-[4-[(14-dimethyledio3Qr)carbonyI]-l-pipei^^ 
liZ-indole- 1 -acetic acid; 

3-[(4-cMorophenyl)thio]-2-methyl-4-(l -piperazinyl)- liJ-indole- 1 -acetic acid; 

5- bromo-3-[(4-chlorophenyl)thio]-2-methyl-liy-indole-l-acetic acid; 
3-[(4-chlorophenyl)thio]-2-inethyl-5-phenyl-lfl'-indole-l-acetic acid; 
3-[(4-cUorophenyl)thio]-5-cyano-2-methyl-lff-indole-l-acetic acid; 
3-[(4-cyanqphenyl)tliio]-2,5-dimethyl-ljy-indol-l-acetic acid, 
3-[(3-methoxyphenyl)thio]-2,5-dhnethyl-li?-indole-l-acetic acid; 
3-[(4-methoxyphenyl)thio]-2,5-dimethyl-lif-indole- 1-acetic acid, 
3-[(3-ethylphenyl)tiiio]-2,5-dimethyl-l^-iiidole-l-acetic acid 
2,5-diinethyl-3-[(2-inethylphenyl)thio]-liif-indole-l-acetic acid; 
3-[(3K5Uorophenyl)tMo]-2,5-dimethyl-l-ff-indole-l-acetic acid, 
3-[(2-FIuorophenyl)thio]-2,5-dimethyl- lif-indole- 1-acetic acid, 
3-[(2,6-KcUon>phenyl)flaio]-2,5-<iimethyl-lJy-indole-l-ace^^ 



wo 03/101961 



52 



PCT/SE03/00856 



3-^lif-Imdazol-2-yllMo)-2,5-dimethyl-17f-^ 
2,5-Dimetiiyl-3Kl^r-l,2,4-triazol.3-yltMo)-m-^^ 
2,5-Dimethyl-3-[(4-methyl-4i?-l,2,4-triazoI-3-yl)thio]- 
2,5-DimethyI-3 -[(4-methyl-2-oxazolyl)tliio]- 1^-indole- 1 -acetic acid; 
2,5-Dimet3iyl-3-[(l -methyl- l^-iinidazol-2-yl)thio]- 1 J?-indole- 1 -acetic acid; 
2,5-Dimethyl-3-[[4-(methylsulfonyl)phenyI]thio]-lfr-indole-l-acetic acid, 
2,5-Dimetiiyl-3-(8-quinolinylthio)- l^ff-indole-l-acetic acid, 
3-[(4<Morophenyl)thio]-5-fIuoro-2,4-dimeth>d-ljy-indote^^ acid; 
3-[(4-Cyanophenyl)thio]-5-fliioro-2,4-diinethyI- 1^-indole- 1 -acetic acid; 
3-[(2-Chlorophenyl)thio]-5-fIuoro-2,4-dimethyl- Iff-indole- 1 -acetic acid; 
5-Fluoro-3-[(2-methoxyphenyl)thio]-2,4-diinethyl-li7-indole-l-acetic acid; 
5-FIuoro-3-[(2-ethylphenyl)thio]-2,4-dimetixyl- 1 H-'mdole- 1 -acetic acid; 
5-FIuon)-2,4-dimethyl-3-[[2-(l-methylethyl)phenyl]thio]-l/^^ 
5-fluoro-2,4-dimefhyl-3-[[2-(trifluorometh3d)phenyl]thio]-li^^ add; 
2,5-dimethyl-4-(mefhylsulfonyl)-3-[(4-phenyl-2-tMazol^^ acid; 
3-[(3-cUorophenyl)thio]-2,5-dime1iiyl-4-(methylsulfonyl)- Iff-iadole-l -acetic acid; 
3-[(2-chlorophenyI)thio]-2,5-diinethyl-4-(methylsiilfonyl)- lif-indole-1 -acetic acid; 
3-[(4-chlorophenyl)thio]-5-(mefhoxycarbonyl)-2-metiiyl-liy-indoIe-l-acetic acid; 
5-carboxy-3-[(4-clilorophenyl)thio]-2-methyl-l^f-indole-l-acetic acid; 

3- [(4-cUorophenyI)thio]-2-mefhyl-4-mtK)-li/-indole-l-acetic acid; 

4- aiiiino-3-[(4-cWomphenyl)thio]-2-metliyl-lff-indole-l--aceticacid; 
3-[(4-chlorDphenyl)thio]-4-(ethylamino)-2-methyl-liy-indo acid; 
3-[(4-chIorophenyl)ftdo]-4-iodo-2-methyi-l-fir-indole-l-acetic acid; 
3-[(4-chlorophenyl)thio]-2-metiiyl-4-phenyl-l//-indole-l-acetic acid; 

and pharmaceutically acceptable salts thereof. 

6. A compound of formula (I) according to any one of claims 1 to S for use in therapy. 

7. A method of treating a disease mediated by prostaglandin D2, which comprises 
administering to a patient a therapeutically effective amount of a compound of formula (I), 
or a pharmaceutically acceptable salt as defined in claims 1 to 6. 

8. A method of treating according to claim 7 wherein the disease is asthma or rhinitis. 

9. A process for the preparation of a compound of formula (I) which comprises reaction 
of a compound of formula (II): 
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in which R , and are as defined in fonnula (I) or are protected derivatives thereoi^ 
with a compound of formula (A): 

L-CH2C02R^^ (A) 

where R^^ is an ester forming groi^ and L is a leaving group in the presence of a base, and 
optionally th^eafter in any order 

• removing any protecting group 

• hydrolysing the ester group R^^ to the corresponding acid 

• forming a pharmaceutically acceptable seilt. 

10. A compound of foimula (U) as defined in claim 9. 

1 1 . A compound of formula (1) for use in the treatment of a disease mediated by 
prostaglandin D2. 



